Purpose: To evaluate the quality of life among survivors after sepsis in 2 years, comparing with critical patients without sepsis and the general people, analyze the changes and the predictors of quality of life among septic survivors. Methods: This prospective case-control study screened the intensive care unit (ICU) patients in Tianjin Third Central Hospital from January 2014 to October 2017, and the Chinese general population in the previous studies was also included. According to inclusion criteria and exclusion criteria, 306 patients with sepsis were enrolled as the observation group, and another 306 patients without sepsis in ICU during the same period, whose ages, gender and Charlson Comorbidity Index matched with observation group, were enrolled as the control group. At 3 mo, 12 mo, and 24 mo after discharge, the Mos 36-item Short Form Health Survey (SF-36), the Euroqol-5 dimension (EQ-5D), and the activities of daily living (ADL) were evaluated in face-to-face for the quality of life among survivors. Results: There were 210 (68.6%) septic patients and 236 (77.1%) non-septic critically ill patients surviving. At 3 months after discharge, the observation and control groups had the similar demographic characteristics (age: 58.8 ± 18.1years vs. 57.5 ± 17.6 years, p ¼ 0.542; male: 52.0% vs. 51.4%, p ¼ 0.926). However, the observation group had higher acute physiology and chronic health evaluation II (APACHEII) scores, higher sequential organ failure assessment (SOFA) scores, longer hospital stay, and longer ICU stay than the control group did (p < 0.05). There were no significant differences in the eight dimensions of the SF36 scale, the EQ-5D health utility scores, and the activities of daily life scores between septic survivors and non-septic survivors (p > 0.05). In addition, compared with the quality of life of the Chinese general population (aged 55e64 years), the quality of life of septic patients were significantly lower at 3 months after discharge (p < 0.05). Comparing the quality of life of the ill patients who had been discharged at 3 mo and 24 mo, the general health improved statistically (p ¼ 0.000) and clinically (score improvement > 5 points). Older age (OR, 1.050; 95% CI, 1.022e1.078, p ¼ 0.000), female (OR, 3.375; 95% CI, 1.434 e7.941, p ¼ 0.005) and longer mechanical ventilation time (OR, 3.412; 95% CI, 1.413, 8.244, p ¼ 0.006) were the risk factors for the quality of life of septic survivors. Conclusion: The long-term quality of life of septic survivors was similar to that of non-sepsis critically ill survivors. After discharge, the general health of sepsis improved overtime. Age, female and mechanical ventilation time (>5 days) were the predictors of the quality of life after sepsis.
Introduction
Sepsis is a systemic inflammatory response syndrome caused by infection, 1 which is one of the most common diseases in the intensive care unit (ICU). An epidemiological study estimated that there were 4,857,000 septic patients, 1,265,000 patients with severe sepsis and septic shock in China per year, the annualized mortality rate of sepsis was 79/100,000. According to this, there would be 4,025,000 survivors of sepsis every year. 2 The long-term prognosis of the patients with sepsis is of great concern to the patients, their families, health care workers, and health care decision makers. The study showed that survivor among sepsis patient had the increasing long-term mortality, decreasing quality of life and mounting health care costs, due to the long-term neuropsychiatric damage, physical dysfunction, residual inflammatory reaction, and impaired immune function, which maked sepsis a "hidden public health problem". 3 Other studies also depicted a higher mortality rate and the impaired quality of life in a longer period after sepsis. 4e6 Currently there has been only two studies on long-term quality of life of sepsis patients in China, although there were many survivors. 7, 8 One study evaluated the quality of life in survivors of severe sepsis over 6 years. However, it had a small sample size. 7 The other study used only one questionnaire to evaluate the quality of life by telephone interview, which may lead to the inaccurate results. 8 The purpose of this study was to evaluate the quality of life of septic patients within 2 years after discharge. We used multiple questionnaires to measure the quality of life from multiple perspectives, and followed up survivors by face-to-face to improve the quality of the investigation. In addition, the study analyzed the changes and the risk factors of the quality of life, providing references for the treatment and rehabilitation of sepsis.
Methods

Study subjects
This was a prospective case-control study that screened the ICU patients of Tianjin Third Central Hospital from January 1, 2014 to October 31, 2017. The general population of China in the previous studies were also included.
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Inclusion criteria
Sepsis was defined in accordance with the 2001 septic criteria issued by the Society of Critical Care Medicine (SCCM), the European Society of Intensive Care Medicine (ESICM) and the American College of Chest Physicians (ACCP). Patients with sepsis were considered as observation group; patients of non-sepsis who were similar in age, sex, and Charlson Comorbidity Index (CCI) with septic patients during the same period served as the control group. The general population included had similar ages with ICU patients.
Exclusion criteria
Age 18 years old; ICU stay 24 h; patients from other places except Tianjin; patients with other diseases that significantly affect the quality of life, such as head injury with sequelae, Alzheimer's disease, severe fractures, etc.
Ethics
This study was approved by the Ethics Committees of Tianjin Third Centre Hospital. Written informed consent was obtained from all patients included in the study.
Questionnaires
Three scales were used in this study: the Mos 36-item Short Form Health Survey (SF-36), the Euroqol-5 dimension (EQ-5D), the Activities of Daily Living (ADL). The SF-36 scale includes 8 dimensions, each dimension scores from 0 to 100 points. The higher score, the better quality of life is, and a 5-point or more difference in the SF-36 score was assessed as clinically meaningful.
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Follow-up and data collection At 3 months, 12 months, and 24 months after discharge, we contacted the survivors included in the follow-up to appoint home or hospital visits. We recorded the number of patients who died after discharge; we considered those who did not answer the phone for five times on different days and had wrong phone number as out of touch; we regarded those who did not accept the visits for three times on different days as rejection. Reviewed the medical records of patients and collected the following information: age, gender, CCI (Charlson Comorbidity Index), the number of comorbidities (the number of diseases in the Charlson Comorbidity Index), acute physiology and chronic health evaluation II (APACHE II) score within 24 h of admission to the ICU, sequential organ failure assessment (SOFA) score and organs with acute dysfunction (defined as SOFA!2), hypoxemia (defined as blood oxygen saturation <90%) and hypotension (defined as mean arterial pressure<60 mmHg), treatment of mechanical ventilation and continuous venous-venous hemofiltration. Two trained researchers completed all the above issues.
Statistical analysis
The continuous data were presented as mean ± standard deviation or median with the 25th and 75th percentile. Comparisons between the two groups were performed using the Student t-test (normal distribution) or the Mann-Whitney U test (non-normal distribution). Comparisons of quality of life between two time points used paired t-test (normal distribution) or Wilcoxon (W) test (non-normal distribution). For categorical variables, comparisons between groups used chi-square test (with large samples) or Fisher exact test (with small samples). The binary logistic regression analysis was used to analyze the risk factors of quality of life. We assumed statistical significance at P < 0.05. Statistical analyses were conducted in SPSS 21.0.
Results
Demographic and clinical characteristics
As shown in Fig. 1 , there were 210 (68.6%) of sepsis and 236 (77.1%) of non-sepsis critically ill patients surviving at discharge respectively, the in-hospital mortality rate of sepsis was significantly higher than that of the non-sepsis was (p ¼ 0.018). At 3 months after discharge, the observation and control group had the similar demographic characteristics (age: 58.8 ± 18.1years vs. 57.5 ± 17.6 years old, p ¼ 0.542, male: 52.0% vs. 51.4%, p ¼ 0.926) and some clinical characteristics (p > 0.05). However, the observation group had higher APACHEII scores (p ¼ 0.000), higher SOFA scores (p ¼ 0.000), longer hospital stay (p ¼ 0.000), and longer ICU stay (p ¼ 0.047) than the control group did (Table 1) .
Therapies according to guidelines were given to patients with sepsis and other different non-sepsis diseases, although survivors in the control group were admitted for different reasons, with most frequent being postoperative surveillance, acute heart failure, gastrointestinal bleeding, acute kidney injury, obstetric critical illness, trauma.
Quality of life
Compared to the control group and the general population
The quality of life of the follow-up survivors is shown in Tables 2e4. Within 2 years after discharge, there were no statistically significant differences in the scores of SF-36 except vitality (VT) and in the scores of EQ-5D between the observation and control group (p > 0.05). In the 24 months after discharge, the observation group had better daily activities (p ¼ 0.016) than the control group did. Compared with the quality of life of the Chinese general population (aged 55e64 years), 9 ,10 the quality of life of sepsis and non-sepsis survivors were significantly lower at 3 months after discharge (p < 0.05). At 24 months, sepsis and nonsepsis survivors still had a lower scores of physical functioning (PF), role physical (RP), and social functioning (SF) than the general population did (p < 0.05), in addition, non-sepsis survivors had a lower scores of bodily pain (BP), vitality (VT), mental health (MH), and the health utility scores (Figs. 2 and 3).
Changes in quality of life
Comparison with the quality of life among survivors who completed three follow-ups between 3 months and 24 months after discharge (Tables 5 and 6 ), the multiple domains of SF-36, health utility, and activities of daily living of sepsis survivors increased significantly (p < 0.05), only general health (GH) improved significantly in clinic (score improvement>5 points). In the control group, the scores for PF (physical functioning) (p ¼ 0.008), BP (bodily pain) (p ¼ 0.002), GH (general health) (p ¼ 0.005), and VT (vitality) (p ¼ 0.000) also increased, but there were no clinically significance (score improvement < 5 points).
Risk factors
In order to determine the predictors of the quality of life after sepsis, we defined the quality of life as poor when the EQ-5D health utility scores was less than the median of 0.89 at 3 months after discharge. Univariate and multivariate analysis were performed in turn using binary logistic regression. The results are shown in Table 7 : older age (OR, 1.050; 95% CI, 1.022e1.078, p ¼ 0.000), female (OR, 3.375; 95% CI, 1.434e7.941, p ¼ 0.005) and prolonged mechanical ventilation time (>5 days) (OR, 3.412; 95% CI, 1.413e8.244, p ¼ 0.006) were independent risk factors for the quality of life of septic survivors.
Discussion
This study mainly assessed the quality of life of septic survivors within two years after discharge, and analyzed the changes and risk factors of quality of life. Firstly, the study found that the sepsis survivors whose age, sex, CCI -matched non-sepsis critically ill survivors during the same period had the similar quality of life, although the sepsis had a more serious condition (with higher APACHEII scores and SOFA scores), longer hospital and ICU stay, and higher in-hospital mortality rate. This suggested that the patients with sepsis recovered as well as or better than the patients with other critical illness did. It may attribute to the irreversible factors affecting quality of life in non-sepsis critically ill patients, which needs further research to confirm. However, the quality of life among survivors suffered from sepsis and non-sepsis critical ill decreased compared with the general population with similar age. This is a common manifestation of "post intensive care syndrome" (PICS), or the result of their own pathophysiological response, or Physical functioning, role physical, bodily pain, general health, vitality, social functioning, role emotional, mental health are 8 dimensions of the SF-36 scale, each dimension scores were presented as mean ± standard deviation. Health utility score was the score of EQ-5D scale and activities of daily living was the score of ADL scale, which were presented as median with the 25th and 75th percentile. Physical functioning, role physical, bodily pain, general health, vitality, social functioning, role emotional, mental health are 8 dimensions of the SF-36 scale, each dimension scores were presented as mean ± standard deviation. Health utility score was the score of EQ-5D scale and activities of daily living was the score of ADL scale, which were presented as median with the 25th and 75th percentile. Physical functioning, role physical, bodily pain, general health, vitality, social functioning, role emotional, mental health are 8 dimensions of the SF-36 scale, each dimension scores were presented as mean ± standard deviation. Health utility score was the score of EQ-5D scale and activities of daily living was the score of ADL scale, which were presented as median with the 25th and 75th percentile. both of the above reasons, which also needs further research to confirm. Granja and coworkers 12 drew a similar conclusion using the EQ-5D to assess the long-term quality of life after severe sepsis and septic shock. Zhang and colleagues 7 used the SF36 to conduct a multicenter study in China. The study showed that severe sepsis survivors performed as well as the non-sepsis survivors did, worse than the general population in PF (
However, the number of people who completed questionnaires in the study was relatively small. Secondly, the study found the significant increase in general health (GH) at 24 months after discharge. It suggested that the quality of life of sepsis survivors may improve over time after discharge. Hence, early and aggressive treatment, comprehensive care should be given to the patients with sepsis to get a better recovery. The study also demonstrated that older age, female and longer mechanical ventilation time (>5 days) were the risk factors for the quality of life of sepsis survivors. This result was in accord with the previous study. 4 It was interesting that Brown and colleagues 13, 14 also depicted that older age and female were associated with worse quality of life in patients with acute respiratory distress syndrome (ARDS).The older age of our study population (average age＞50 years) may lead to the poor quality of life for women. The absence of protection from sex hormones deteriorated immune function, meanwhile unfavorable inflammatory mediator regulation in older female may contribute to the worse prognosis. 15 Additionally, we observed that women were more vulnerable compared to men after the critically illness, which may cause women prone to the worse quality of life. However, these hypotheses need to be confirmed in large, prospective studies. Mechanical ventilation is one of the most important supportive treatments in the ICU, but prolonged mechanical ventilation time was associated with worse quality of life. This may be related to increasing sedation or analgesic use, muscle weakness, and ventilator-associated lung injury resulting in prolonged treatment of mechanical ventilation. It suggests that the appropriate time of mechanical ventilation may improve the long-term quality of life of sepsis patients. To date, the predictors for the long-term quality of life after sepsis were not identified clearly, it may be associated with the underlying disease of the patients before hospitalization, during hospitalization and after discharge. However, our study did not analyze the situation after discharge, it requires further investigation. The SF36 and the EQ-5D were recommended in the 2002 Brussels Roundtable 16 and they were also used in many previous studies. The SF-36 scale is the most widely used assessment tool for quality of life in the world, its reliability and validity have been validated in critically ill patients. 17, 18 Moreover, the reliability and validity of the Chinese version have also been verified. 19 The EQ-5D
scale is a general assessment tool for health status, 20 and it was used in multiple studies about sepsis. 4, 5, 8 This study used the Chinese version of the questionnaire and the Chinese utility values. 21 We also used the ADL scale, which is a reliable scale for assessing the independence and functional status of daily activities. 22, 23 The decline in daily activity may lead to a worse quality of life, 24 therefore, this scale can help us further understand the subjects' health status. Using these three scales at the same time can not only help us understand the quality of life of patients from many aspects, but also the results can be mutually verified, increasing the reliability of the study. This study has some limitations. Firstly, we did not obtain the quality of life before admission. Because of the urgent conditions at admission, this was also a problem that most studies encountered. Secondly, most patients who participated in the follow-ups had better physical and mental state, so this study may overestimate the quality of life of sepsis. In the future, we can interview patients by face-to-face and telephone, to increase the subjects for more comprehensive information.
In summary, the quality of life of sepsis survivors is fair within 2 years after discharge, which is similar to the quality of life of nonsepsis survivors, although it is still worse than the quality of life of the general population in China. After discharge, the general health of sepsis patients improved significantly over time. Older age, female, and longer time of mechanical ventilation (>5 days) are the risk factors for the quality of life after sepsis. This study provides a reference for further treatment, rehabilitation and long-term prognosis of sepsis. 
